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207 Human Secreted Proteins 

Field of the Invention 

This invention relates to newly identified polynucleotides and the polypeptides 
encoded by these polynucleotides, uses of such polynucleotides and polypeptides, and 
5 their production. 

Background of the Invention 

Unlike bacterium, which exist as a single compartment surrounded by a 
membrane, human cells and other eucaryotes are subdivided by membranes into many 
functionally distinct compartments. Each membrane-bounded compartment, or 

1 0 organelle, contains different proteins essential for the function of the organelle. The cell 
uses "sorting signals," which are amino acid motifs located within the protein, to target 
proteins to particular cellular organelles. 

One type of sorting signal, called a signal sequence, a signal peptide, or a leader 
sequence, directs a class of proteins to an organelle called the endoplasmic reticulum 

1 5 (ER). The ER separates the membrane-bounded proteins from all other types of 

proteins. Once localized to the ER, both groups of proteins can be further directed to 
another organelle called the Golgi apparatus. Here, the Golgi distributes the proteins to 
vesicles, including secretory vesicles, the cell membrane, lysosomes, and the other 
organelles. 

20 Proteins targeted to the ER by a signal sequence can be released into the 

extracellular space as a secreted protein. For example, vesicles containing secreted 
proteins can fuse with the cell membrane and release their contents into the extracellular 
space - a process called exocytosis. Exocytosis can occur constitutively or after receipt 
of a triggering signal. In the latter case, the proteins are stored in secretory vesicles (or 

25 secretory granules) until exocytosis is triggered. Similarly, proteins residing on the cell 
membrane can also be secreted into the extracellular space by proteolytic cleavage of a 
"linker" holding the protein to the membrane. 

Despite the great progress made in recent years, only a small number of genes 
encoding human secreted proteins have been identified. These secreted proteins include 

30 the commercially valuable human insulin, interferon, Factor Vin, human growth 
hormone, tissue plasminogen activator, and erythropoeitin. Thus, in light of the 
pervasive role of secreted proteins in human physiology, a need exists for identifying 
and characterizing novel human secreted proteins and the genes that encode them. This 
knowledge will allow one to detect, to treat, and to prevent medical disorders by using 

35 secreted proteins or the genes that encode them. 
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Summary of the Invention 

The present invention relates to novel polynucleotides and the encoded 
polypeptides. Moreover, the present invention relates to vectors, host cells, antibodies, 
5 and recombinant methods for producing the polypeptides and polynucleotides. Also 
provided are diagnostic methods for detecting disorders related to the polypeptides, and 
therapeutic methods for treating such disorders. The invention further relates to 
screening methods for identifying binding partners of the polypeptides. 

10 Detailed Description 

Definitions 

The following definitions are provided to facilitate understanding of certain 
terms used throughout this specification. 

In the present invention, "isolated" refers to material removed from its original 

1 5 environment (e.g., the natural environment if it is naturally occurring), and dius is 
altered "by the hand of man" from its natural state. For example, an isolated 
polynucleotide could be part of a vector or a composition of matter, or could be 
contained within a cell, and sdll be "isolated" because that vector, composition of 
matter, or particular cell is not the original environment of the polynucleotide. 

20 In the present invention, a "secreted" protein refers to those proteins capable of 

being directed to the ER, secretory vesicles, or the extracellular space as a result of a 
signal sequence, as well as those proteins released into the extracellular space without 
necessarily containing a signal sequence. If the secreted protein is released into the 
extracellular space, the secreted protein can undergo extracellular processing to produce 

25 a "mature" protein. Release into the extracellular space can occur by many 
mechanisms, including exocytosis and proteolytic cleavage. 

As used herein , a "polynucleotide" refers to a molecule having a nucleic acid 
sequence contained in SEQ ID NO:X or the cDNA contained within the clone deposited 
with the ATCC. For example, the polynucleotide can contain the nucleotide sequence 

30 of the full length cDNA sequence, including the 5' and 3' untranslated sequences, the 
coding region, with or without the signal sequence, the secreted protein coding region, 
as well as fragments, epitopes, domains, and variants of the nucleic acid sequence. 
Moreover, as used herein, a "polypeptide" refers to a molecule having the translated 
amino acid sequence generated from the polynucleotide as broadly defined. 

35 In the present invention, the full length sequence identified as SEQ ID NO:X 

was often generated by overlapping sequences contained in multiple clones (contig 
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analysis). A representative clone containing all or most of the sequence for SEQ ID 
NO:X was deposited with the American Type Culture Collection ("ATCC"). As 
shown in Table 1, each clone is identified by a cDNA Clone ID (Identifier) and the 
ATCC Deposit Number, The ATCC is located at 10801 University Boulevard, 
5 Manassas, Virginia 201 10-2209, USA. The ATCC deposit was made pursuant to the 
terms of the Budapest Treaty on the international recognition of the deposit of 
microorganisms for purposes of patent procedure. 

A "polynucleotide" of the present invention also includes those polynucleotides 
capable of hybridizing, under stringent hybridization conditions, to sequences contained 

10 in SEQ ID NO:X, the complement thereof, or the cDNA within the clone deposited with 
the ATCC. "Stringent hybridization conditions" refers to an overnight incubation at 42° 
C in a solution comprising 50% formamide, 5x SSC (750 mM NaCl, 75 mM sodium 
citrate), 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 )ig/ml denatured, sheared salmon sperm DNA, followed by washing the 

15 filters in 0. Ix SSC at about 65°C. 

Also contemplated are nucleic acid molecules that hybridize to the 
polynucleotides of the present invention at lower stringency hybridization conditions. 
Changes in the stringency of hybridization and signal detection are primarily 
accomplished through the manipulation of formamide concentration (lower percentages 

20 of formamide result in lowered stringency); salt conditions, or temperature. For 
example, lower stringency conditions include an overnight incubation at 37^C in a 
solution comprising 6X SSPE (20X SSPE = 3M NaCl; 0.2M NaH.PO^; 0,02M EDTA, 
pH 7,4), 0,5% SDS, 30% formamide, 100 ug/ml salmon sperm blocking DNA; 
followed by washes at 50T with IXSSPE, 0,1% SDS. In addition, to achieve even 

25 lower stringency, washes performed following stringent hybridization can be done at 
higher salt concentrations (e.g. 5X SSC). 

Note that variations in the above conditions may be accomplished through the 
inclusion and/or substitution of alternate blocking reagents used to suppress 
background in hybridization experiments. Typical blocking reagents include 

30 Denhardt's reagent, BLOTTO, heparin, denatured salmon sperm DNA, and 

commercially available proprietary formulations. The inclusion of specific blocking 
reagents may require modification of the hybridization conditions described above, due 
to problems with compatibility. 

Of course, a polynucleotide which hybridizes only to polyA+ sequences (such 

35 as any 3' terminal polyA+ tract of a cDNA shown in the sequence listing), or to a 
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complementary stretch of T (or U) residues, would not be included in the definition of 
"polynucleotide," since such a polynucleotide would hybridize to any nucleic acid 
molecule containing a poly (A) stretch or the complement thereof (e.g., practically any 
double-stranded cDNA clone). 
5 The polynucleotide of the present invention can be composed of any 

polyribonucleotide or polydeoxribonucleotide, which may be unmodified RNA or DNA 
or modified RNA or DNA. For example, polynucleotides can be composed of single- 
and double-stranded DNA, DNA that is a mixture of single- and double-stranded 
regions, single- and double-stranded RNA, and RNA that is mixture of single- and 

10 double-stranded regions, hybrid molecules comprising DNA and RNA that may be 
single-stranded or, more typically, double-stranded or a mixture of single- and double- 
stranded regions. In addition, the polynucleotide can be composed of triple-stranded 
regions comprising RNA or DNA or both RNA and DNA. A polynucleotide may also 
contain one or more modified bases or DNA or RNA backbones modified for stability 

15 or for other reasons. "Modified" bases include, for example, tritylated bases and 
unusual bases such as inosine. A variety of modifications can be made to DNA and 
RNA; thus, "polynucleotide" embraces chemically, enzymatically, or metabolically 
modified forms. 

The polypeptide of the present invention can be composed of amino acids joined 

20 to each other by peptide bonds or modified peptide bonds, i.e., peptide isosteres, and 
may contain amino acids other than the 20 gene-encoded amino acids. The 
polypeptides may be modified by either natural processes, such as posttranslational 
processing, or by chemical modification techniques which are well known in the art. 
Such modifications are well described in basic texts and in more detailed monographs, 

25 as well as in a voluminous research literature. Modifications can occur anywhere in a 
polypeptide, including the peptide backbone, the amino acid side-chains and the amino 
or carboxyl termini. It will be appreciated that the same type of modification may be 
present in the same or varying degrees at several sites in a given polypeptide. Also, a 
given polypeptide may contain many types of modifications. Polypeptides may be 

30 branched , for example, as a result of ubiquitination, and they may be cyclic, with or 
without branching. Cyclic, branched, and branched cyclic polypeptides may result 
from posttranslation natural processes or may be made by synthetic methods. 
Modifications include acetylation, acylation, ADP-ribosylation, amidation, covalent 
attachment of flavin, covalent attachment of a heme moiety, covalent attachment of a 

35 nucleotide or nucleotide derivative, covalent attachment of a lipid or lipid derivative, 
covalent attachment of phosphotidylinositol, cross-linking, cyclization, disulfide bond 
formation, demethylation, formation of covalent cross-links, formation of cysteine, 



08/31/2001, EAST Version: 1.02.0008 



wo 98/54963 PCT/US98/11422 



formation of pyroglutamate, formylation, gamma-carboxylation, glycosylation, GPI 
anchor formation, hydroxy! ation, iodination, methylation, myristoylation, oxidation, 
pegylation, proteolytic processing, phosphorylation, prenylation, racemization, 
selenoylation, sulfation, transfer-RNA mediated addition of amino acids to proteins 
5 such as arginylation, and ubiquitination. (See, for instance, PROTEINS - 

STRUCTURE AND MOLECULAR PROPERTIES, 2nd Ed., T. E. Creighton, W. 
H. Freeman and Company, New York (1993); POSTTRANSL ATION AL 
COVALENT MODIFICATION OF PROTEINS, B. C. Johnson, Ed., Academic 
Press, New York, pgs. 1-12 (1983); Seifteret al., Meth Enzymol 182:626-646 (1990); 
10 Rattan et al., Ann NY Acad Sci 663:48-62 (1992).) 

"SEQ ID NO:X" refers to a polynucleotide sequence while "SEQ ID NO: Y" 
refers to a polypeptide sequence, both sequences identified by an integer specified in 
Table 1. 

"A polypeptide having biological activity" refers to polypeptides exhibiting 
1 5 activity similar, but not necessarily identical to, an activity of a polypeptide of the 

present invention, including mature forms, as measured in a particular biological assay, 
with or without dose dependency. In the case where dose dependency does exist, it 
need not be identical to that of the polypeptide, but rather substantially similar to the 
dose-dependence in a given activity as compared to the polypeptide of the present 
20 invention (i.e., the candidate polypepude will exhibit greater activity or not more than 
about 25-fold less and, preferably, not more than about tenfold less activity, and most 
preferably, not more than about three-fold less activity relative to the polypeptide of the 
present invention.) 

25 Polvnucleotides and Pn lvneptides nf the Invpntinn 

FEATURES OF PROTEIN ENCODED BY GENE NO: 1 

This gene is expressed primarily in melanocytes and, to a lesser extent, in 
testes, ovary, kidney and other tissues. 

30 Therefore, polynucleotides and polypeptides of the invention are useful as 

reagents for differential identification of the tissue(s) or cell type(s) present in a 
biological sample and for diagnosis of diseases and conditions, which include, but are 
not limited to, cancer, disorders of neural crest derived cells including pigmentation 
defects, melanoma, reproductive organ defects, and defects of the kidney. Similarly, 

35 polypeptides and antibodies directed to these polypeptides are useful in providing 

immunological probes for differential identification of the tissue(s) or cell type(s). For 
a number of disorders of the above tissues or cells, particularly of the skin. 
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reproductive, and renal systems, expression of this gene at significantly higher or lower 
levels may be routinely detected in certain tissues (e.g., cancerous and wounded 
tissues) or bodily fluids (e.g., serum, plasma, urine, synovial fluid or spinal fluid) or 
another tissue or cell sample taken from an individual having such a disorder, relative to 
5 the standard gene expression level, i.e., the expression level in healthy tissue or bodily 
fluid from an individual not having the disorder. 

The tissue distribution indicates that polynucleotides and polypeptides 
corresponding to this gene are useful for treating disorders that arise from alterations in 
the number or fate of neural crest derived cells including cancers such as melanoma and 
10 defects of the developing reproductive system. 

FEATURES OF PROTEIN ENCODED BY GENE NO: 2 

This gene is expressed primarily m infant brain and fetal lung. 
Therefore, polynucleotides and polypeptides of the invention are useful as 
15 reagents for differential identification of the tissue(s) or cell type(s) present m a 

biological sample and for diagnosis of diseases and conditions, which include, but are 
not limited to, developmental disorders of the brain or lung. Similarly, polypeptides and 
antibodies directed to these polypeptides are useful in providing immunological probes 
for differential identification of the tissue(s) or cell type(s). For a number of disorders 
of the above tissues or cells, particularly of the central nervous and pulmonary systems, 
expression of this gene at significantly higher or lower levels may be routinely detected 
in certain tissues (e.g., cancerous and wounded tissues) or bodily fluids (e.g., serum, 
plasma, urine, synovial fluid or spinal fluid) or another tissue or cell sample taken from 
an individual having such a disorder, relative to the standard gene expression level, i.e., 
25 the expression level in healthy tissue or bodily fluid from an individual not having the 
disorder. 

The tissue distribution indicates that polynucleotides and polypeptides 
corresponding to this gene are useful for treating or diagnosing disorders associated 
with abnormal proliferation of cells in the Central nervous system and developing lung. 

30 

FEATURES OF PROTEIN ENCODED BY GENE NO: 3 

This gene is expressed primarily in breast lymph node and to a lesser extent in 
ovarian cancer and chondrosarcoma. 

Therefore, polynucleotides and polypeptides of the invention are useful as 
35 reagents for differential identification of the tissue(s) or cell type(s) present in a 

biological sample and for diagnosis of diseases and conditions, which include, but are 
not limited to, immune responses such as inflammation or immune surveillance for 



20 
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tumors. This gene may be important for inflammatory responses associated witii 
tumors. Similarly, polypeptides and antibodies directed to these polypeptides are useful 
in providing immunological probes for differential identification of the tissue(s) or cell 
type(s). For a number of disorders of the above tissues or cells, particularly of the 
5 immune system, expression of this gene al significantly higher or lower levels may be 
routinely detected in certain tissues (e.g., cancerous and wounded tissues) or bodily 
fluids (e.g., serum, plasma, urine, synovial fluid or spinal fluid) or another tissue or 
cell sample taken from an individual having such a disorder, relative to the standard 
gene expression level, i.e., the expression level in healthy tissue or bodily fluid from an 
10 individual not having the disorder. Preferred epitopes include those comprising a 

sequence shown in SEQ ID NO: 236 as residues: Lys-45 to Val-50. Lys-69 to Arg-76. 

The tissue distribution indicates that polynucleotides and polypeptides 
corresponding to this gene are useful for treatment or diagnosis of immune responses 
including those associated with tumor-induced inflammation. 

15 

FEATURES OF PROTEIN ENCODED BY GENE NO: 4 

This gene is expressed primarily in T-cells and T-cell lymphomas. 
Therefore, polynucleotides and polypeptides of the invention are useful as 
reagents for differential identification of the tissue(s) or cell type(s) present in a 

20 biological sample and for diagnosis of diseases and conditions, which include, but are 
not limited to, immunilogical diseases involving T-cells such as inflammation, 
autoimmunity, and cancers including T-cell lymphomas. Similarly, polypeptides and 
antibodies directed to these polypeptides are useful in providing immunological probes 
for differential identification of the tissue(s) or cell type(s). For a number of disorders 

25 of the above tissues or cells, particularly of T-cells and other cells of the immune 

system, expression of this gene at significantly higher or lower levels may be routinely 
detected in certain tissues (e.g., cancerous and wounded tissues) or bodily fluids (e.g., 
senim, plasma, urine, synovial fluid or spinal fluid) or another tissue or cell sample 
taken from an individual having such a disorder, relative to the standard gene 

30 expression level, i.e.. the expression level in healthy tissue or bodily fluid from an 
individual not having the disorder. 

The tissue distribution indicates that polynucleotides and polypeptides 
corresponding to this gene are useful for diagnosing and treating T-cell based disorders 
such as inflammatory diseases, autoimmune disease and tumors including T-cell 

35 lymphomas. 
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FEATURES OF PROTEIN ENCODED BY GENE NO: 5 

This gene is expressed primarily in activated monocytes. 
Therefore, polynucleotides and polypeptides of the invention are useful as 
reagents for differential identification of the tissue(s) or cell type(s) present in a 
5 biological sample and for diagnosis of diseases and conditions, which include, but are 
not limited to, inflammation, autoimmunity, infection, or disorders involving activation 
of monocytes. Similarly, polypeptides and antibodies directed to these polypeptides are 
useful in providing inamunological probes for differential identification of the tissue(s) 
or cell type(s). For a number of disorders of the above tissues or cells, particularly of 
10 the immune system, expression of this gene at significantly higher or lower levels may 
be routinely detected in certain tissues (e.g., cancerous and wounded tissues) or bodily 
fluids (e.g., serum, plasma, urine, synovial fluid or spinal fluid) or another tissue or 
cell sample taken from an individual having such a disorder, relative to the standard 
gene expression level, i.e., the expression level in healthy tissue or bodily fluid from an 
15 individual not having the disorder. Preferred epitopes include those comprising a 
sequence shown in SEQ ID NO: 238 as residues: Asp-19 to Arg-31. 

The tissue distribution indicates that polynucleotides and polypeptides 
corresponding to this gene are useful for diagnosing or treating diseases that result in 
activation of monocytes including infections, inflammatory responses or autoimmune 
20 diseases. 



FEATURES OF PROTEIN ENCODED BY GENE NO: 6 

The translation product of this gene shares sequence homology with terminal 
deoxynucleotidyltransferase which is thought to be imponant in catalyzing the 

25 elongation of oligo- or polydeoxynucleotide chains. 

This gene is expressed primarily in activated human neutrophils. 
Therefore, polynucleotides and polypeptides of the invention are useful as 
reagents for differential identification of the tissue(s) or cell type(s) present in a 
biological sample and for diagnosis of diseases and conditions which include, but are 

30 not limited to, cancer, particularly those of the blood such as leukemia and deficiencies 
in neutrophils such as neutropenia. Similarly, polypeptides and antibodies directed to 
these polypeptides are useful in providing immunological probes for differential 
identification of the tissue(s) or cell type(s). For a number of disorders of the above 
tissues or cells, particularly of the cardiovascular system, expression of this gene at 

35 significantly higher or lower levels may be routinely detected in certain tissues (e.g., 
cancerous and wounded tissues) or bodily fluids (e.g.. serum, plasma, urine, synovial 
fluid or spinal fluid) or another tissue or cell sample taken from an individual having 
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(2) INFORMATION FOR SEQ ID NO: 254: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 21 amino acids 
5 (B) TYPE: amino acid 

(D) TOPOLOGY: linear 
(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 254: 

Met Arg Tyr His Ala Gin Leu He Phe Cys He Phe Cys Xaa Phe Val 
10 1 5 10 15 

Phe Val Xaa Lys Xaa 

20 

15 

(2) INFORMATION FOR SEQ ID NO: 255: 

(i) SEQUENCE CHARACTERISTICS: 
20 (A) LENGTH: 31 amino acids 

CB) TYPE: amino acid 

(D) TOPOLOGY: linear 
(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 255: 

25 Met Asn Asp Asn Ser Pro Asn His Ser Ser Ser Tyr Leu Pro Leu Pro 
15 10 15 

Leu Thr He Val He Leu Gin Thr Gly His Lys Gly Thr Leu Xaa 
20 25 30 

30 



(2) INFORMATION FOR SEQ ID NO: 256: 

35 (i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 219 amino acids 

(B) TYPE: amino acid 
(D) TOPOLOGY: linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 256: 

40 

Met His Phe Leu Phe Arg Phe He Val Phe Phe Tyr Leu Trp Gly Leu 
15 10 15 

Phe Thr Ala Gin Arg Gin Lys Lys Glu Glu Ser Thr Glu Glu Val Lys 
45 20 25 30 

He Glu Val Leu His Arg Pro Glu Asn Cys Ser Lys Thr Ser Lys Lys 
35 40 45 

50 Gly Asp Leu Leu Asn Ala His Tyr Asp Gly Tyr Leu Ala Lys Asp Gly 
50 55 60 

Ser Lys Phe Tyr Cys Ser Arg Thr Gin Asn Glu Gly His Pro Lys Trp 
65 70 75 80 

55 

Phe Val Leu Gly Val Gly Gin Val He Lys Gly Leu Asp He Ala Met 
85 90 95 

Thr Asp Met Cys Pro Gly Glu Lys Arg Lys Val Val He Pro Pro Ser 
60 100 105 110 
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Phe Ala Tyr Gly Lys Glu Gly Tyr Ala Glu Gly Lys lie Pro Pro Asp 

120 125 

5 Ala Thr Leu lie Phe Glu lie Glu Leu Tyr Ala Val Thr Lys Gly Pro 
130 135 140 



10 



Arg Ser lie Glu Thr Phe Lys Gin lie Asp Met Asp Asn Asp Arg Gin 
150 155 160 

Leu Ser Lys Ala Glu He Asn Leu Tyr Leu Gin Arg Glu Phe Glu Lys 
165 170 175 



Asp Glu Lys Pro Arg Asp Lys Ser Tyr Gin Asp Ala Val Leu Glu Asp 
15 180 185 



190 



He Phe Lys Lys Asn Asp His Asp Gly Asp Gly Phe He Ser Pro Lys 
195 200 205 

20 Glu Tyr Asn Val Tyr Gin His Asp Glu Leu Xaa 
210 215 



25 (2) INFORMATION FOR SEQ ID NO: 257; 



30 



35 



45 



50 



55 



60 



ti) SEQUENCE CHARACTERISTICS; 

(A) LENGTH: 50 amino acids 

(B) TYPE: amino acid 
(D) TOPOLOGY: linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 257: 

Met Trp Val He Arg Val Phe Gin Lys Thr Phe Leu Phe Phe Val Leu 
15 10 15 

Phe Trp Ser Val His Cys He Ser Asp Lys Phe Gly Cys Leu Trp His 
20 25 30 



Val Cys Met Lys Arg Glu Gly Asp Xaa Asn Cys Leu Ser Phe Ser Xaa 
40 35 40 45 



Leu Xaa 
50 



(2) INFORMATION FOR SEQ ID NO: 258: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 122 amino acids 

(B) TYPE: amino acid 
(D) TOPOLOGY: linear 

(Xi) SEQUENCE DESCRIPTION: SEQ ID NO: 258: 

Met Pro Ser Gin Thr Glu Xaa Phe Ala Ala Cys Gly Gly His Ser Leu 
15 10 15 

Leu Leu Val Xaa Leu Pro Leu Gly Leu Pro Phe Cys Pro Arg Ala Ala. 
20 25 30 
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Leu Cys Asp Leu Pro Phe Ser Leu Pro Ser Phe Pro Gly Gin Ala Arg 
35 40 45 

Arg Gly Gly Ala Glu Lys Gin Gly Ala Glu Gly Arg Gly Leu Gin Val 
5 50 55 60 

Lys Pro Arg Gly Gin Arg Thr Phe Gin Val Ser Arg Thr Ala Pro Ala 
65 70 75 80 

10 Ala Pro Arg Ser Arg Gin Pro Arg Pro Pro Ala Ala Leu Pro Ala Leu 
85 90 95 



15 



Gly Phe Gly Gly Arg Gly Val Ala Lys Gly Arg Phe Leu Cys Phe Trp 
100 105 110 

Cys Leu Tyr Met Leu Arg lie Asp Gin Xaa 
115 120 



20 

(2) INFORMATION FOR SEQ ID NO: 259; 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 88 amino acids 
25 (B) TYPE; amino acid 

(D) TOPOLOGY: linear 
(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 259: 

Met Thr Ala Phe Cys Ser Leu Leu Leu Gin Ala Gin Ser Leu Leu Pro 
30 1 5 10 15 

Arg Thr Met Ala Ala Pro Gin Asp Ser Leu Arg Pro Gly Glu Glu Asp 
20 , 25 30 

35 Glu Gly Met Gin Leu Leu Gin Thr Lys Asp Ser Met Ala Lys Gly Ala 
35 40 45 

Arg Pro Gly Ala Xaa Arg Gly Arg Ala Arg Trp Gly Leu Ala Tyr Thr 
50 55 60 

40 

Leu Leu His Asn Pro Thr Leu Gin Val Phe Arg Lys Thr Ala Leu Leu 
65 70 75 80 

Gly Ala Asn Gly Ala Gin Pro Xaa 
45 85 



(2) INFORMATION FOR SEQ ID NO: 260: 

50 

(i) SEQUENCE CHARACTERISTICS; 

(A) LENGTH: 26 amino acids 

(B) TYPE: amino acid 
(D) TOPOLOGY: linear 

55 (xi) SEQUENCE DESCRIPTION: SEQ ID NO; 260; 

Met He Gin Val Ser Val Pro Leu Leu Thr He Met He Phe Leu Leu 
15 10 15 

60 Tyr Leu Gin He Gly Pro Gly Lys Leu Xaa 
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20 25 



5 (2) INFORMATION FOR SEQ ID NO: 261: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 29 amino acids 

(B) TYPE: amino acid 
10 (D) TOPOLOGY: linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 261: 



15 



20 



50 



Met Leu Leu Asp Pro Phe lie Leu Leu Phe Cys Leu Phe Ser Thr Ala 

15 10 15 

Ala Gin Ser Cys Leu Glu Phe He Tyr He Gin Phe Xaa 

20 25 



(2) INFORMATION FOR SEQ ID NO: 262: 



(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 44 amino acids 
25 {B) TYPE: amino acid 

(D) TOPOLOGY: linear 
(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 262: 

Met Lys Phe Leu Ser He Leu Leu Asp Asp Asn Asn Phe Xaa Leu Met 
30 1 5 10 15 

Leu Met Leu Ala Pro Phe Gly Cys Leu Ala Phe Glu Arg Ser Met Lys 
20 25 30 

35 Met Arg Asn Gly Ala Leu Gly Leu Glu Glu Val Xaa 
35 40 



40 (2) INFORMATION FOR SEQ ID NO: 263: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 363 amino acids 

(B) TYPE: amino acid 
45 (D) TOPOLOGY: linear 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 263: 

Met Arg Thr Leu Phe Asn Leu Leu Trp Leu Ala Leu Ala Cys Ser Pro 
15 10 15 

Val His Thr Thr Leu Ser Lys Ser Asp Ala Lys Lys Ala Ala Ser Lys 
20 25 30 



Thr Leu Leu Glu Lys Ser Gin Phe Ser Asp Lys Pro Val Gin Asp Arg 
55 35 40 45 

Gly Leu Val Val Thr Asp Leu Lys Ala Glu Ser Val Val Leu Glu His 
50 55 60 

60 Arg Ser Tyr Cys Ser Ala Lys Ala Arg Asp Arg His Phe Ala Gly Asp 
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What Is Claimed Is: 



1 . An isolated nucleic acid molecule comprising a polynucleotide having a 
nucleotide sequence at least 95% identical to a sequence selected from the group 
consisting of: 

(a) a polynucleotide fragment of SEQ ID NO:X or a polynucleotide fragment of 
the cDNA sequence included in ATCC Deposit No:Z, which is hybridizable to SEO ID 
NO:X; 

(b) a polynucleotide encoding a polypeptide fragment of SEQ ID NO: Y or a 
polypeptide fragment encoded by the cDNA sequence included in ATCC Deposit No:Z, 
which is hybridizable to SEQ ID NO:X; 

(c) a polynucleotide encoding a polypeptide domain of SEQ ID NO: Y or a 
polypeptide domain encoded by the cDNA sequence included in ATCC Deposit No:Z, 
which is hybridizable to SEQ ID NO:X; 

(d) a polynucleotide encoding a polypeptide epitope of SEQ ID NO: Y or a 
polypepUde epitope encoded by the cDNA sequence included in ATCC Deposit No:Z, 
which is hybridizable to SEQ ID NO:X; 

(e) a polynucleotide encoding a polypeptide of SEQ ID NO: Y or the cDNA 
sequence included in ATCC Deposit No:Z, which is hybridizable to SEQ ID NO:X, 
having biological activity; 

(f) a polynucleotide which is a variant of SEQ ID NO:X; 

(g) a polynucleotide which is an allelic variant of SEQ ID NO:X; 

(h) a polynucleotide which encodes a species homologue of the SEQ ID NO:Y; 

(i) a polynucleotide capable of hybridizing under stringent conditions to any 
one of the polynucleotides specified in (a)-(h), wherein said polynucleotide does not 
hybridize under stringent conditions to a nucleic acid molecule havmg a nucleotide 
sequence of only A residues or of only T residues. 

2 . The isolated nucleic acid molecule of claim 1 , wherein the 
polynucleotide fragment comprises a nucleotide sequence encoding a secreted protein. 

3 . The isolated nucleic acid molecule of claim 1 , wherein the 
polynucleotide fragment comprises a nucleotide sequence encoding the sequence 
identified as SEQ ID NO: Y or the polypeptide encoded by the cDNA sequence included 
in ATCC Deposit No:Z, which is hybridizable to SEQ ID NO:X. 
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4 . The isolated nucleic acid molecule of claim ] , wherein the 
polynucleotide fragment comprises the entire nucleotide sequence of SEQ ID NO:X or 
the cDNA sequence included in ATCC Deposit No:Z, which is hybridizable to SEQ ID 
NO:X. 

5 . The isolated nucleic acid molecule of claim 2, wherein the nucleotide 
sequence comprises sequential nucleotide deletions from either the C-terminus or the N- 
terminus. 

6 . The isolated nucleic acid molecule of claim 3, wherein the nucleotide 
sequence comprises sequential nucleotide deletions from either the C-terminus or the N- 
terminus. 

7. A recombinant vector comprising the isolated nucleic acid molecule of 
claim 1. 

8. A method of making a recombinant host ceil comprising the isolated 
nucleic acid molecule of claim 1 . 

9. A recombinant host cell produced by the method of claim 8. 

10. The recombinant host cell of claim 9 comprising vector sequences. 

11. An isolated polypeptide comprising an amino acid sequence at least 95% 
identical to a sequence selected from the group consisting of: 

(a) a polypeptide fragment of SEQ ID NO: Y or the encoded sequence included 
in ATCC Deposit No:Z; 

(b) a polypeptide fragment of SEQ ID NO:Y or the encoded sequence included 
in ATCC Deposit No;Z, having biological activity; 

(c) a polypeptide domain of SEQ ID NO;Y or the encoded sequence included in 
ATCC Deposit No:Z; 

(d) a polypeptide epitope of SEQ ID NO:Y or the encoded sequence included in 
ATCC Deposit No:Z; 

(e) a secreted form of SEQ ID NO:Y or the encoded sequence included in 
ATCC Deposit No:Z; 

(f) a full length protein of SEQ E) NO:Y or the encoded sequence included in 
ATCC Deposit No:Z; 
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(g) avarianlofSEQIDNO:Y; 

(h) an allelic variant of SEQ ID NO:Y; or 

(i) a species homologue of the SEQ ID NO: Y. 

12. The isolated polypeptide of claim 1 1 , wherein the secreted form or the 
full length protein comprises sequential amino acid deletions from either the C-terminus 
or the N-terminus. 



13. An isolated antibody that binds specifically to the isolated polypeptide of 
claim 1 1 . 



14. A recombinant host cell that expresses the isolated polypeptide of claim 

11. 



15. A method of making an isolated polypeptide comprising: 

(a) culturing the recombinant host cell of claim 14 under conditions such that 
said polypeptide is expressed; and 

(b) recovering said polypeptide. 

,16. The polypeptide produced by claim 15. 

17. A method for preventing, treating, or ameliorating a medical condition, 
comprising administering to a mammalian subject a therapeutically effective amount of 
the polypeptide of claim 1 1 or the polynucleotide of claim 1 . 

18. A method of diagnosing a pathological condition or a susceptibihty to a 
pathological condition in a subject comprising: 

(a) determining the presence or absence of a mutation in the polynucleotide of 
claim 1; and 

(b) diagnosing a pathological condition or a susceptibility to a pathological 
condition based on the presence or absence of said mutation. 

19. A method of diagnosing a pathological condition or a susceptibility to a 
pathological condition in a subject comprising: 

(a) determining the presence or amount of expression of the polypeptide of 
claim 1 1 in a biological sample; and 

(b) diagnosing a pathological condition or a susceptibility to a pathological 
condition based on the presence or amount of expression of the polypeptide. 



08/31/2001, EAST Version: 1.02.0008 



wo 98/54963 



PCT/US98/I1422 



768 



20. A method for identifying a binding partner to the polypeptide of claim 1 1 
comprising: 

(a) contacting the polypeptide of claim 1 1 with a binding partner; and 

(b) determining whether the binding partner effects an activity of the 
polypeptide. 

21. The gene corresponding to the cDNA sequence of SEQ ID NO: Y. 

22. A method of identifying an activity in a biological assay, wherein the 
method comprises: 

(a) expressing SEQ ID NO:X in a cell; 

(b) isolating the supernatant; 

(c) detecting an activity in a biological assay; and 

(d) identifying the protein in the supernatant having the activity. 

23 . The product produced by the method of claim 22. 



08/31/2001, EAST Version: 1.02.0008 



